I n t r a v i t r e a l s u s t a i n e d -r e l e a s e dexamethasone implant for the treatment of persistent cystoid macular edema in ocular syphilis
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With a resurgence of syphilis with human immunodeficiency virus (HIV) infection in last few years, various ocular manifestations of syphilis have been described in literature. This case report described an HIV-positive patient on anti-retroviral therapy who was diagnosed and treated for posterior uveitis secondary to ocular syphilis in the recent past presented to our clinic with cystoid macular edema (CME). CME, which did not respond to periocular corticosteroid, resolved with intravitreal sustained release dexamethasone implant. There was a recurrence CME 9 months later and repeat injection of intravitreal implant showed complete resolution. A long-term follow-up did not reveal reactivation of the infection with intravitreal corticosteroid. Intravitreal sustained release dexamethasone implant can be an effective treatment for refractory CME in patients with regressed syphilitic uveitis.
Key words: Cystoid macular edema, human immunodeficiency virus, intravitreal corticosteroid, ocular syphilis, rapid plasma reagin With a resurgence of syphilis with human immunodeficiency virus (HIV) infection in last few years, various ocular manifestations of syphilis have been described in literature. [1, 2] Syphilis is a great masquerader and has plethora of presentations. [3] Cystoid macular edema (CME) has been described in association with neurosyphilis. [4] Macular edema was one of the leading factors associated with worse initial visual acuity in a series of patients with ocular syphilis.
[5] CME following resolution of primary lesions of ocular syphilis is rare, but has been reported in literature. [6] [7] [8] Management of inflammatory CME secondary to infectious disease process always remains a challenge for the ophthalmologists. The chances of reactivation of the infection with local use of immunosuppressive often precludes the use of intravitreal corticosteroid. We describe herein the case of a HIV-positive patient who presented with inflammatory CME secondary to ocular syphilis and was subsequently treated with intravitreal dexamethasone sustained-release implant. at presentation with cystoid macular edema (CME) (b) after 1-month of posterior subtenon injection in right eye; (c) resolving CME after 1-month of intravitreal injection of sustained release dexamethasone implant (Ozurdex); (d) recurrence of CME 9 months after first injection of Ozurdex; (e) resolution of CME 1-month after second intravitreal injection of sustained release dexamethasone implant 
Case Report
A 30-year-old, known HIV-positive male, who was diagnosed and treated as syphilitic posterior uveitis earlier, came for a follow-up visit with blurring of vision in right eye for last one month. His rapid plasma reagin (RPR) was reactive for a titre of 1:128 and Treponema pallidum hemagglutination test was positive. He had already completed 14 days of intravenous penicillin G along with continuation highly active antiretroviral therapy (HAART). His CD4 count showed a rise from 160 cells/ mm 3 at initial presentation to 309 cells/mm 3 . On examination, his best corrected visual acuity (BCVA) in right eye was 6/18 and 6/6 in left eye. Slit-lamp examination of both eyes was unremarkable. Intraocular pressure (IOP) measured with Goldman applanation tonometry in both eyes was 12 mm of Hg. Fundus examination of the both eyes revealed pallor of the disc and sclerosed vessels with areas of chorioretinal atrophy and right eye had cystoid macular edema (CME) with minimal vitritis (Grade 1) [ Fig. 1 ]. Spectral domain optical coherence tomography (OCT) confirmed the presence CME with a foveal thickness of 672 µ in right eye [ Fig. 2a] . A posterior subtenon injection of triamcinolone acetonide (40 mg in 1 mL) was administered in right eye and he was advised to continue oral corticosteroid (40 mg/day) in tapering doses. He was seen again after 1 month, when his BCVA in right eye was 6/15 and a repeat RPR revealed a decreased titre of 1:4. Intraocular pressures were 16 mm Hg in right eye and 17 mm Hg in the left eye. Fundus examination of the right eye revealed persistent CME, which was confirmed by OCT with a decrease of foveal thickness 596 µ [Fig. 2b ]. Intravitreal injection of sustained-release dexamethasone implant (Ozurdex) was administered in the right eye. The patient came back after a month with an improvement in his BCVA in right eye, which was recorded 6/9. Clinical examination and subsequent OCT of the right eye revealed a resolving CME [ Fig. 3a and b] with a decrease in foveal thickness to 201 µ [ Fig. 2c ]. His IOP was recorded 34 mm Hg in right eye and 16 mm of Hg in the left eye, for which he was started on topical anti-glaucoma medications. At subsequent follow up after 4 months of post-Ozurdex injection, patient's vision was maintained at 6/9 and his IOP in right eye was under control with medications. His CD4 count was 347 cells/mm 3 . The patient returned to the clinic after nine months of intravitreal injection with a similar complaint of blurred vision in right eye. BCVA of the right eye was 6/12. Fundus examination of the right eye revealed CME, which was also confirmed by OCT with an increase in foveal thickness (565 µ) [ Fig. 2d ]. His IOP in right eye was 13 mm of Hg with anti-glaucoma medications. Second dose of intravitreal injection of Ozurdex was administered in right eye. Fundus examination of the right eye after a month showed a resolved CME [ Fig. 3c and d] . with decrease in foveal thickness to 189 µ in OCT [ Fig. 2e ]. Intraocular pressure in the right eye was 16 mm of Hg with one-drug anti-glaucoma medication. He is under follow-up with us for last 8 months and did not have any recurrence of CME or inflammation till date.
Discussion
The index case report represents a challenging case scenario where intravitreal sustained-release dexamethasone implant was proved to be a useful adjuvant in the management of CME secondary to a healed infectious disease process treated with proper and effective anti-microbial therapy. The introduction of Highly Active Antiretroviral Therapy (HAART) has resulted in stronger immunity in patients with HIV infection. However, patients who have had cytomegalovirus (CMV) retinitis can experience an increase in intraocular inflammation causing immune-recovery uveitis (IRU) and is the leading cause of severe vision loss in these patients. A possibility of CME due to IRU-like phenomenon can also be considered in our patient. [9] A step-wise approach was followed while managing CME in our patients. The CME in our patient did not respond to initial therapy with topical non-steroidal anti-inflammatory, periocular corticosteroid and oral corticosteroid. A complete resolution of ocular syphilis was achieved as evident by clinical findings and lower titres of RPR. Intravitreal corticosteroid may be an effective approach in the management of inflammatory CME in ocular syphilis, if the initial infection is treated properly and effectively. [7, 10] Intravitreal corticosteroid with concomitant anti-CMV treatment has been also reported in the management of CME secondary to IRU in HIV positive patients with CMV retinitis. [11] Reports on the use of sustained release intravitreal dexamethasone implant as an adjuvant for the treatment for CME secondary to syphilitic uveitis are sparse. [7, 12] Lautredou et al. [7] reported successful management of a case of CME in a HIV-positive patient, which was resistant to three subsequent sub-tenon injections and topical, oral steroid. Another retrospective analysis, which assessed the safety and efficacy of intravitreal dexamethasone implants on eight eyes from seven patients with infectious uveitis which also included a case of ocular syphilis. [12] Visual acuity improved in all the eyes with complete resolution of macular edema. There were no cases of reactivation of the infectious ocular disease. [12] Management of cystoid macular edema following infectious uveitis is challenging. Unfortunately, even with robust advancements in therapeutics and diagnostic modalities, there is no definitive and completely effective treatment for uveitic CME till date and lack of proper understanding of the pathogenesis of CME in patients with uveitis is partly responsible for it. [13] Nonsteroidal anti-inflammatory drugs, corticosteroids, immunosuppressive and biological agents have all been used to treat uveitic CME; however, literature on the management of uveitic CME secondary to infectious disease is sparse. For recalcitrant cases of uveitic CME, acetazolamide [14] vitrectomy [15, 16] intravitreal corticosteroid [17] and biological agents [18] have been reported. However, agents which lowers the host immunity due to immunosuppressive action, need to be used with caution in patients with infectious uveitis. Vitrectomy may be another good alternative in these situation where removal of bulk of vitreous itself may reduce the load of inflammatory cytokine resulting in resolution of uveitic CME. Various studies have reported to have a beneficial effect of pars plana vitrectomy on the course of uveitis and associated CME. [19] However the role of vitrectomy in the management of CME following infectious uveitis remains largely unexplored and proper studies are needed to define the role and indications of vitrectomy in these patients.
As we report about successful use of intravitreal sustained-release dexamethasone implant for persistent, recalcitrant uveitic CME in a HIV patient on HAART therapy with regressed syphilitic uveitis, our observation should be interpreted cautiously and translated in clinical practice. Use of intravitreal corticosteroid in infectious uveitis is not advocated through this report and one should be very careful as there are plenty of evidences on unmasking of ocular syphilis following intravitreal corticosteroid injection for the management of CME. [20, 21] To conclude, intravitreal dexamethasone implant can be successfully used for the treatment of persistent cystoid macular edema in healed ocular syphilis.
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